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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 
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Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)S Responsive to communication(s) filed on 22 May 2006 . 
2a)D This action is FINAL. 2b)S This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayte, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 35-44 is/are pending in the application. 

4a) Of the above claim(s) 37 and 39-44 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 35,36 and 38 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)^ The drawing(s) filed on 30 June 2003 is/are: a)S accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 
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DETAILED ACTION 

Election/Restrictions 
1. Applicant's election without traverse of Group II, claim 38, drawn to a method of 
diagnosing the presence of breast tumor comprising measuring RNA that encodes 
the polypeptide of SEQ ID NO: 3, in the reply filed on 05/22006 is acknowledged. 
Claims 35 and 36 are treated as linking claims. Claims 37, and 39-44 have been 
withdrawn from further consideration pursuant to 37 CFR 1.142(b) as being drawn to 
a nonelected invention, there being no allowable generic or linking claim. 



Information Disclosure Statement 

2. The information disclosure statements filed on 05/22/2006, 07/01/2005, and 
01/22/2004 have been considered by the Examiner and a signed copy of form PTO- 
1449 is attached to the office action. 

Drawings 

3. The drawings filed on 06/03/2003 are accepted by the Examiner. 

Objection to Title 

4. The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 
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Claim Rejections— 35 USC § 112, 1 st paragraph 

5. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

6. Claims 35, 36, and 38 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a method of diagnosing breast cancer in a 
sample by determining the expression level of RNA encoding the polypeptide of SEQ 
ID NO: 3 comprising specific hybridizing between said RNA to the complementary 
sequence of SEQ ID NO: 2 or its coding sequence, does not reasonably provide 
enablement for the instantly claimed method comprising hybridizing between said 
RNA to the complementary sequence of a nucleic acid comprising a fragment of SEQ 
ID NO: 2, a nucleotide sequence encoding the amino acid sequence of SEQ ID NO: 
3 or a fragment thereof. The specification does not enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to use the invention 
commensurate in scope with these claims. 

The factors that are considered when determining whether a disclosure 
satisfies enablement requirement include: (i) the quantity of experimentation 
necessary; (ii) the amount of direction or guidance presented; (iii) the existence of 
working examples; (iv) the nature of the invention; (v) the state of the prior art; (vi) the 
relative skill of those in the art; (vii) the predictability or unpredictability of the art; and 
(viii) the breadth of the claims. Ex Parte Forman, 230 USPQ 546 (Bd Pat. App. & Int. 
1986); In re Wands, 858 F. 2d 731, 8 USPQ 2d 1400 (Fed. Cir. 1988). 
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The linking claims 35 and 36 are drawn to a method of diagnosing the 
presence of a tumor or predisposition to a tumor in a sample comprising the 
expression level of RNA encoding a polypeptide comprising the sequence of amino 
acids 2 to 357 of SEQ ID NO: 3 in a normal tissue sample and in a test tissue sample 
by measuring RNA of said polypeptide; and comparing said expression level of said 
polypeptide from said test tissue sample with said expression level of said 
polypeptide from said normal test sample; wherein an elevated expression level of 
said polypeptide in said test tissue sample relative to the expression level of said 
polypeptide in said normal sample is indicative of the presence of a tumor or a 
predisposition to a tumor. Claim 38 limits the tumor to be a breast tumor. 

The claims are broad and are drawn to a method of diagnosing breast cancer 
using a genus of nucleic acids. While providing sufficient guidance and/or working 
examples on how to determine the expression level of mRNA encoding the 
polypeptide of SEQ ID NO: 3 in various normal tissues (Fig. 5) and tumor tissues 
(breast, stomach tumors, and testicular tumors) (see, e.g., Example 11, Fig. 16-18), 
using quantitative PCR analysis and specific primers and probe (page 213), the 
specification fails to provide sufficient guidance/direction or working examples on how 
to diagnose breast cancer by hybridizing mRNA in a breast tumor sample with a 
genus of nucleic acids, including a complementary sequence of a nucleic acid 
comprising a fragment of SEQ ID NO: 2, a nucleotide sequence encoding the amino 
acid sequence of SEQ ID NO: 3 or a fragment thereof. Thus, use of a complementary 
sequence of these nucleic acids in the measurement of mRNA level by hybridization 
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may measure an mRNA that is distinct from the present mRNA. The state of the art is 
such that determining the specificity of hybridization is empirical by nature and the 
effect of mismatches is unpredictable, as taught by Wallace et al. (Methods Enzymol. 
152:432-443, 1987) and Sambrook et al. (Molecular Cloning, A Laboratory Manual, 
2 nd Edition, 1989, Cold Spring Harbor Laboratory, Cold Spring Harbor, NY, page 
11.47). 

The prior art (see, e.g., U.S. Patent No. 6812339; U.S. Patent Application 
Publication No. 200301 13798A1) teaches an isolated nucleic acid molecule that is 
100% identical to SEQ ID NO: 2 and encodes a polypeptide that is 100% identical to 
SEQ ID NO: 3 of the present invention (see attached sequence alignment). Veiby et 
al. (U.S. Pub. No. US2003/0068636 A1, April 10, 2003; 102(e) date: 06/21/2001) 
teach a diagnostic method of assessing whether a patient is afflicted with breast 
cancer comprising determining the expression level of RNA encoding the polypeptide 
of SEQ ID NO: 2 (see sequence alignment). However, none of the prior art teaches 
diagnosing breast cancer by hybridizing mRNA in a breast tumor sample with a 
complementary sequence of a nucleic acid comprising a fragment of SEQ ID NO: 2, 
a nucleotide sequence encoding the amino acid sequence of SEQ ID NO: 3 or a 
fragment thereof. 

While an artisan has a high level of skill in determining expression profile of an 
mRNA in normal tissues and tumor samples and diagnosing tumors, such as breast 
cancer, the recited use of a genus of nucleic acids in the claimed methods would 
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require an artisan to carry out undue experimentation to practice the claimed 
invention. 

Accordingly, in view of the factors discussed above, it would require undue 
experimentation for one skilled in the art to use the invention commensurate in scope 
with these claims. 

Claim Rejections 35 USC § 112, 2 nd paragraph 

7. The following is a quotation. of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter, which the applicant regards as his invention. 

8. Claims 35, 36, and 38 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claim 35 is indefinite because it, in part b), recites "said expression level of 
said polypeptide". It is clear from part a) of the claim that the expression level of RNA, 
not the expression level of polypeptide, is determined. 

Claims 36 and 38 are rejected as dependent claims from claim 35. 

Claim Rejections^35 USC § 102(e) 

9. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another 
filed in the United States before the invention by the applicant for patent or (2) a patent granted on an 
application for patent by another filed in the United States before the invention by the applicant for patent, 
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except that an international application filed under the treaty defined in section 351(a) shall have the effects 
for purposes of this subsection of an application filed in the United States only if the international application 
designated the United States and was published under Article 21(2) of such treaty in the English language. 

10. Claims 35, 36, and 38 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Veiby et al. (U.S. Pub. No. US2003/0068636 A1, April 10, 2003; 102(e) date: 
06/21/2001). 

Veiby et al. teach a nucleic acid marker (SEQ ID NO: 59) for breast cancer 
(see Table 2) that comprises the coding sequence of SEQ ID NO: 2 of the present 
invention and encodes a protein (SEQ ID NO: 60) that is 100% identical to the 
polypeptide of SEQ ID NO: 3 of the present invention (see attached sequence 
alignment). Veiby et al. teach a diagnostic method of assessing whether a patient is 
afflicted with breast cancer comprising determining the level of expression of a 
marker of the invention in a patient sample and the normal level of expression of the 
marker in a control non-cancerous breast sample. A significantly higher level of 
expression of the nucleic acid marker in the patient sample as compared to the 
normal level is an indication that the patient is afflicted with breast cancer ([0020] to 
[0023]). Veiby et al. further teach that expression of a nucleic acid marker can be 
assessed by preparing mRNA/cDNA from cells in a patient sample, and by 
hybridizing the mRNA/cDNA with a reference polynucleotide which is a complement 
of a marker nucleic acid, or a fragment thereof ([0122]). Thus, the teachings of Veiby 
et al. meet the limitations of claims 35, 36, and 38. 

Conclusion 

1 1 . No claims are allowed. 
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Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ruixiang Li whose telephone number is (571) 272-0875. 
The examiner can normally be reached on Monday through Friday from 8:30 am to 5:00 
pm. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Nickol, can be reached on (571) 272-0835. The fax number for the 
organization where this application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov . Should you 
have questions on access to the Private PAIR system, please contact the Electronic 
Business Center (EBC) at the toll-free phone number 866-217-9197. 

Ruixiang Li, Ph.D. or^maBY EXAMINER 

Primary Examiner 
July 29, 2006 
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-continued 

Val Asp Cys Tyr Val Glu Asp Pro Gin Gly Asn Thr lie Tyr Arg Glu 
65 70 75 80 

Thr Lya Lys Gin Tyr Asp Ser Phe Thr Tyr Arg Ala Glu Val Lys Gly 
85 90 95 

Val Tyr Gin Phe Cys Phe Ser Asn Glu Phe Ser Thr Phe Ser His Lys 
100 105 110 

Thr Val Tyr Phe Asp Phe Gin Val Gly Asp Glu Pro Pro lie Leu Pro 
115 120 125 

Asp Met Gly Asn Arg Val Thr Ala Leu Thr Gin Met Glu Ser Ala Cys 
130 135 140 

Val Thr He His Glu Ala Leu Lys Thr Val He Asp Ser Gin Thr His 
145 150 155 160 

Tyr Arg Leu Arg Glu Ala Gin Asp Arg Ala Arg Ala Glu Asp Leu Asn 
165 170 175 

Ser Arg Val Ser Tyr Trp Ser Val Gly Glu Thr He Ala Leu Phe Val 
180 185 190 

Val Ser Phe Ser Gin Val Leu Leu Leu Lys Ser Phe Phe Thr Glu Lys 
195 200 205 

Arg Pro He Ser Arg Ala Val His Ser 



<210> SEQ ID NO 59 

<211> LENGTH: 2316 

<212> TYPE: DNA 

<213> ORGANISM: Homo sapiens 

<400> SEQUENCE: 59 

ccacgcgtcc ggtctccccc agcactgagg agctcgcctg ctgcc^tctt gcgcgcggga 60 

agcagcacca agttcacggc caacgccttg gcactagggt ccagaatggc tacaacagtc 120 

cctgatggtt gccgcaatgg cctgaaatcc aagtactaca gactttgtga taaggctgaa 180 

gcttggggca tcgtcctaga aacggtggcc acagccgggg ttgtgacctc ggtggccttc 240 

atgctcactc tcccgatcct cgtctgcaag gtgcaggact ccaacaggcg aaaaatgctg 300 

cctactcagt ttctcttcct cctgggtgtg ttgggcatct ttggcctcac cttogccttc 360 

atcatcggac tggacgggag cacagggccc acacgcttct tcctctttgg gatcctcttt 420 

tccatctgct tctcctgcct gctggctcat gctgtcagtc tgaccaagct cgtccggggg 480 

aggaagcccc tttccctgtt ggtgattctg ggtctggccg tgggcttcag cctagtccag 540 

gatgttatcg ctattgaata tattgtcctg accatgaata ggaccaacgt caatgtcttt 600 

tctgagcttt ccgctcctcg tcgcaatgaa gactttgtcc tcctgctcac ctacgtcctc 660 

ttcttgatgg cgctgacctt cctcatgtcc tccttcacct tctgtggttc cttcacgggc 720 

tggaagagac atggggccca catctacctc acgatgctcc tctccattgc catctgggtg 780 

gcctggatca ccctgctcat gcttcctgac tttgaccgca ggtgggatga caccatcctc 840 

agctccgcct tggctgccaa tggctgggtg ttcctgttgg cttatgttag tcccgagttt 900 

tggctgctca caaagcaacg aaaccccatg gattatcctg ttgaggatgc tttctgtaaa 960 

cctcaactcg tgaagaagag ctatggtgtg gagaacagag cctactctca agaggaaatc 1020 

actcaaggtt ttgaagagac aggggacacg ctctatgccc cctattccac acattttcag 1080 

ctgcagaacc agcctcccca aaaggaattc tccatcccac gggcccacgc ttggccgagc 1140 



7/2 9/06, EAST Version: 



2.0.3.0 



US 2003/0068636 Al 



125 



Apr. 10, 2003 



^» -continued 

ccttacaaag actatgaagt aaagaaagag ggcagctaac tctgtcctga agagtgggac 1200 

aaatgcagcc gggcggcaga tctagcggga gctcaaaggg atgtgggcga aatctgagtc 1260 

ttctgagaaa actgtacaag acactacggg aacagtttgc ctccctccca gcctcaacca 1320 

caattcttcc atgctggggc tgatgtgggc tagtaagact ccagttctta gaggcgctgt 1380 

agtatttttt tttttttgtc tcatcctttg gatacttctt ttaagtggga gtctcaggca 1440 

actcaagttt agacccttac tctttttgtt tgttttttga aacaggatct tgctctgtca 1500 

cccaggcttg agtgcagtgg tgcgatcaca gcccagtgca gcctcgacca cctgtgctca 1560 

agcaatcctc ccatctccat ctcccaaagt gctgggatga caggcgtgag ccacagctcc 1620 

cagcctaggc ccttaatctt gctgttattt tccatggact aaaggtctgg tcatctgagc 1680 

tcacgctggc tcacacagct ctaggggcct gctcctctaa ctcacagtgg gttttgtgag 1740 

gctctgtggc ccagagcaga cctgcatatc tgagcaaaaa tagcaaaagc ctctctcagc 1800 

ccactggcct gaatctacac tggaagccaa cttgctggca cccccgctcc ccaacccttc 1860 

ttgcctgggt aggagaggct aaagatcacc ctaaatttac tcatctctct agtgctgcct 1920 

cacattgggc ctcagcagct ccccagcacc aattcacagg tcacccctct cttcttgcac 1980 

tgtccccaaa cttgctgtca attccgagat ctaatctccc cctacgctct gccaggaatt 2040 

ctttcagacc tcactagcac aagcccggtt gctccttgtc aggagaattt gtagatcatt 2100 

ctcacttcaa attcctgggg ctgatacttc tctcatcttg caccccaacc tctgtaaata 2160 

gatttaccgc atttacggct gcattctgta agtgggcatg gtctcctaat ggaggagtgt 222 0 

tcattgtata ataagttatt cacctgagta tgcaataaag atgtggtggc cactctttca 2280 

tggtggtggc agcaaaaaaa aaaaaaaaaa aaaaaa 2316 

<210> SEQ ID NO 60 SlAJL- $A'*JUl**(JL OjOut** 

<211> LENGTH: 357 0 J 

<212> TYPE: PRT 
<213> ORGANISM: Homo sapiens 

<400> SEQUENCE: 60 

Met Ala Thr Thr Val Pro Asp Gly Cys Arg Asn Gly Leu Lys Ser Lys 



Thr Val Ala Thr Ala Gly Val Val Thr Ser Val Ala Phe Met Leu Thr 

35 40 45 

Leu Pro He Leu Val Cys Lys Val Gin Asp Ser Asn Arg Arg Lys Met 
50 55 60 

Leu Pro Thr Gin Phe Leu Phe Leu Leu Gly Val Leu Gly He Phe Gly 
65 70 75 80 

Leu Thr Phe Ala Phe He He Gly Leu Asp Gly Ser Thr Gly Pro Thr 
85 90 95 

Arg Phe Phe Leu Phe Gly He Leu Phe Ser He Cys Phe Ser Cys Leu 
100 105 110 

Leu Ala His Ala Val Ser Leu Thr Lys Leu Val Arg Gly Arg Lys Pro 

115 120 125 

Leu Ser Leu Leu Val He Leu Gly Leu Ala Val Gly Phe Ser Leu Val 
130 135 140 

Gin Asp Val He Ala He Glu Tyr He Val Leu Thr Met Asn Arg Thr 
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